Di-n-butylborontriflate (5.3 mL, 24.56 mmol) was added to a solution of Evans (R)-oxazolidinone 13 (4.80 g, 20.60 mmol) in CH 2 Cl 2 (100 mL) at 0 ºC, followed by addition of DIPEA (4.7 mL, 26.96 mmol). The reaction mixture was stirred at 0 ºC for 0.5 h and then cooled to -78 ºC. To the above enolate solution was added a solution of (S)-2-methylbutanal (1.96 g, 22.79 mmol, dissolved in 50 ml of CH 2 Cl 2 ) slowly via a syringe. The reaction mixture was stirred at -78 ºC for 20 min, then was allowed to warm to 0 ºC and stirred for an additional 2 h. The reaction was quenched by pH 7.1 phosphate buffer (20 mL) and methanol (60 mL). Then a solution of 30% H 2 O 2 (20 mL) and methanol (40 mL) was added slowly to keep the internal temperature below 5 ºC. The mixture was stirred at 0 ºC for an additional 1 h. Volatiles were removed on a rotary evaporator at a bath temperature of 25-30 ºC. The resulting slurry was extracted with diethyl ether (200 mL x 3). The combined organic extracts were washed with aqueous NaHCO 3 (400 mL, 5%) and brine (400 mL), dried over anhydrous sodium sulfate, filtered, and concentrated in vacuo. The crude product was purified by column chromatography (silica gel, ethyl acetate / hexanes, 1 / 6) to afford the desired 152.8, 135.1, 129.4, 128.9, 127.4, 74.8, 66.1, 55.1, 39.5, 37.8, 37.0, 25.1, 14.7, 10.8, 9.7 To a solution of alcohol 13.1 (3.33 g，10.43 mmol) in Et 2 O-MeOH (55 mL, 10 / 1) at 0 ºC was added sodium borohydride (1.00 g，26.08 mmol). The reaction mixture was stirred at room temperature for 12 h, then cooled to 0 ºC and quenched by addition of saturated aqueous ammonium
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chloride solution (50 mL). Volatiles were evaporated under vacuum. Aqueous phase was extracted with diethyl ether (100 mL x 3). The combined organic layers were washed with brine (200 mL), dried over anhydrous sodium sulfate and concentrated in vacuo. .7, 131.7, 127.2, 113.5, 101.6, 83.7, 74.0, 55.2, 35.5, 30.0, 25.0, 13.4, 10.9, 10.6 131.0, 129.2, 113.7, 83.8, 73.9, 66.6, 55.2, 37.4, 37.2, 25.4, 15.6, 11.6, 10.8 To a solution of alcohol 14.1 (1.00 g, 3.76 mmol) in CH 2 Cl 2 (50 mL) was added sodium bicarbonate (1.58 g, 18.81 mmol) and Dess-Martin periodinane (4.00 g, 9.40 mmol) at 0 ºC. After being stirred for 1 h, the reaction mixture was quenched by saturated aqueous solution of Na 2 S 2 O 3 (30 mL) and NaHCO 3 (30 mL). The layers were separated, and the aqueous layer was extracted with CH 2 Cl 2 (50 mL x 3). The combined organic layers were washed with brine (150 mL) and dried over anhydrous 135.1, 131.3, 129.0, 118.0, 113.7, 82.8, 73.3, 72.7, 55.2, 39.9, 39.7, 37.3, 25.6, 15.7, 11.6, 11.0 4, 135.1, 130.0, 129.5, 117.5, 114.0, 85.3, 74.5, 74.3, 55.2, 43.3, 39.8, 38.0, 23.6, 13.6, 9.5, 6.3 116.4, 100.6, 74.9, 72.9, 39.1, 37.8, 34.0, 25.4, 24.9, 23.9, 14.3, 11.8, 10.7 The silyl ether (1.30 g, 3.10 mmol) was dissolved in dioxane-water (24 mL, 3 / 1). 2,6-Lutidine (0.8 mL, 4.00 mmol) was added, followed by the addition of OsO 4 (0.6 mL, 0.05 mmol, 0.02 M in tert-butanol) and NaIO 4 (1.53 g, 7.14 mmol). The reaction mixture was stirred at room temperature and monitored by TLC. When the starting material was consumed, the reaction was quenched by addition of saturated solution of Na 2 SO 3 (20 mL) and diluted with CH 2 Cl 2 (40 mL). Layers were separated, and the aqueous layer was extracted with CH 2 Cl 2 (40 mL x 3). The combined organic layers were washed with saturated aqueous solution of Na 2 SO 3 (100 mL) and brine (100 mL), dried over anhydrous Na 2 SO 4 and concentrated in vacuo. The residue was purified by column chromatography (silica gel, ethyl acetate / hexanes, 1 / 10) to afford the corresponding aldehyde 6
(1.24 g, 95%) as colorless oil.
[α] D 20 = -3.3 (c 0. 128.8, 113.7, 83.7, 72.9, 71.0, 55.2, 47.4, 41.3, 37.6, 25.0, 15.6, 11.9, 9.3, 6.8, 5 167.4, 159.0, 140.3, 131.6, 128.7, 128.5, 113.8, 83.7, 81.6, 75.2, 74.2, 73.3, 55.3, 41.3, 38.0, 36.8, 33.0, 28.0, 26.2, 24.9, 15.8, 14.2, 12.7, 11.9, 11.6, 10.0, 6.9, 5.4 167.4, 159.0, 140.3, 131.7, 128.7, 128.5, 113.7, 84.0, 81.6, 75.2, 74.6, 73.8, 55.3, 41.0, 38.0, 36.8, 33.1, 28.2, 26.2, 24.7, 15.9, 14.2, 12.7, 11.9, 11.6, 10.2, 6.9, 5.4 DDQ (153.0 mg, 0.68 mmol) was added to a solution of 17 (219.0 mg, 0.34 mmol) in CH 2 Cl 2 (10 mL) and aqueous solution of Na 2 HPO 4 /NaH 2 PO 4 buffer (pH 7.1, 2 mL). The reaction mixture was stirred at room temperature for 10 min and then diluted with CH 2 Cl 2 (20 mL) and saturated aqueous solution of NaHCO 3 (20 mL). Layers were separated, the aqueous layer was extracted with CH 2 Cl 2 (10 mL x 3). The combined organic layers were washed with brine (50 mL), dried over anhydrous MHz, CDCl 3 ): δ169. 0, 167.3, 138.0, 129.2, 81.7, 78.0, 75.3, 74.1, 37.3, 36.8, 36.7, 35.0, 28.0, 26.1, 25.2, 14.6, 14.3, 12.8, 11.6, 10.9, 10.8, 6.8, 5.0 167.4, 139.1, 129.4, 81.8, 75.4, 75.2, 74.7, 38.2, 37.6, 36.8, 35.0, 28.0, 26.2, 25.4, 14.8, 14.3, 12.7, 11.6, 10.8, 10 . 2 74. 9, 74.4, 40.1, 37.8, 36.7, 33.7, 27.0, 25.9, 24.4, 14.6, 13.5, 11.6, 10.6, 10.1, 8.1, 6.0, 4.9 Collidine ( 7, 169.3, 167.4, 156.7, 143.9, 141.3, 139.5, 128.6, 127.5, 126.8, 124.6, 119.6, 81.7, 78.2, 75.2, 72.7, 67.6, 54.8, 40.2, 36.9, 36.9, 32.6, 30.0, 27.0, 25.9, 24.1, 24.0, 14.8, 13.8, 13.5, 11.6, 10.6, 10.3, 9.0, 6 167.4, 156.7, 143.8, 141.3, 139.2, 128.6, 127.5, 126.9, 124.6, 119.6, 81.7, 77.9, 75.1, 72.9, 67.9, 55.0, 39.5, 36.6, 36.5, 33.5, 30.1, 26.9, 25.9, 24.9, 24.0, 14.5, 13.8, 13.4, 11.6, 10.6, 10.1, 9.5, 6.0, 5.8, 4.7, 4.4 Diethylamine (1.0 mL, 0.97 mmol) was added to a solution of 4 (100.0 mg, 0.12 mmol) in acetonitrile (3 mL) at 0 °C. The reaction mixture was stirred at room temperature for 1 h. Volatiles were removed in vacuo to give the corresponding amine.
The above amine (73.6 mg, 0.12 mmol), which was dried under high vacuum for 2 h, and acid 10 (129.7 mg, 0.24 mmol) were dissolved in DMF (4 mL) at 0 °C. HATU (137.0 mg, 0.36 mmol), HOAt (33.0 mg, 0.24 mmol) and collidine (80 µL, 0.60 mmol) were added. The reaction mixture was stirred at room temperature for 14 h and quenched by ice water (20 mL). The aqueous layer was extracted with ethyl acetate (20 mL x 3). The combined organic layers were washed with saturated aqueous solution of NaHCO 3 (40 mL), NH 4 Cl (40 mL) and brine (40 mL) successively, then dried over anhydrous Na 2 SO 4 and concentrated in vacuo. 140.0, 139.6, 139.5, 136.9, 129.3, 128.6, 128.1, 127.9, 127.5, 127.2, 126.8, 126.3, 124.7, 124.2, 119.9, 119.4, 81.8, 79.2, 79.0, 78.4, 75.2, 72.8, 67.9, 54.7, 52.8, 40.2, 37.0, 36.8, 36.7, 35.8, 34.7, 32.6, 31.0, 29.7, 27.3, 26.9, 26.2, 25.9, 24.0, 15.7, 14.7, 13.4, 13.2, 11.5, 10.8, 10.6, 10.2, 9.1, 6.0, 4.8 171.5, 171.1, 169.3, 169.2, 167.4, 156.0, 139.1, 136.9, 129.3, 129.0, 128.8, 127.9, 127.2, 126.3, 119.6, 81.7, 79.0, 78.5, 75.2, 72.9, 54.7, 52.9, 52.6, 51.2, 39.5, 36.9, 36.7, 36.4, 35.8, 34.7, 33.7, 31.0, 29.7, 29.3, 27.4, 27.0, 26.3, 26.2, 25.9, 23.7, 15.8, 14.7, 13.5, 13.4, 13.3, 11.6, 10.9, 10.8, 10.6, 10.3, 9.4, 6.0, 5.9, 5.5, 4.8, 3.5 172.0, 171.2, 171.1, 169.1, 169.0, 144.8, 137.1, 129.3, 127.7, 127.2, 126.0, 78.7, 76.0, 71.2, 60.8, 53.8, 52.6, 51.5, 45.0, 40.8, 37.4, 37.3, 37.0, 35.2, 34.6, 34.4, 33.3, 29.2, 26.2, 26.0, 25.4, 14.4, 13.8, 13.4, 12.9, 12.9, 11.4, 10.7, 10.6, 9.5, 8.5 4, 170.9, 170.8, 170.7, 170.3, 168.7, 168.5, 143.9, 136.1, 128.6, 127.4, 127.2, 125.6, 77.8, 75.2, 71.2, 59.7, 53.3, 52.3,50.8, 44.8, 39.9, 37.0, 36.8, 36.7, 35.4, 34.5, 33.8, 33.6, 28.8, 25.5, 24.9, 24.3, 13.5, 13.3, 13.0, 12.4, 12.3, 11.6, 10.8, 10.7, 9.4 tert-butanol) and NaIO 4 (3.50 g, 16.37mmol). The reaction mixture was stirred at room temperature and monitored by TLC. After all the starting material was consumed, the reaction was diluted with CH 2 Cl 2 (50 mL) and quenched by saturated aqueous solution of Na 2 SO 3 (50 mL). Layers were separated, the aqueous layer was extracted with CH 2 Cl 2 (50 mL x 3). The combined organic layers were washed with saturated aqueous solution of Na 2 SO 3 (150 mL) and brine (150 mL), dried over anhydrous Na 2 SO 4 and concentrated in vacuo to afford aldehyde 20.2.
A solution of potassium tert-butoxide (1.14 g, 9.84mmol, dried at 0.5 mmHg and 80 °C for 8 h) in THF (50 mL) was cooled to -78 °C, trans-2-Butene (1.38 g, 24.64 mmol), followed by n-BuLi (4.9 mL, 9.84 mmol, 2.0 M in THF), was added to form an orange solution. This solution was stirred at -50 °C for 1 h, then re-cooled to -78 °C before (+)-Ipc 2 BOMe (3.63 g, 11.48 mmol, 1.0 M in THF) was dropwise added. 30 min later, boron trifluoride etherate (1.6 mL, 12.62 mmol) was dropwise added to the reaction mixture at -78 °C, followed by aldehyde 20.2 dissolved in THF (25 mL). The reaction mixture was stirred at -78 °C for 5 h. Triethylamine (25 mL) and H 2 O 2 (30 mL, 30% aqueous solution) were added to quench the reaction at room temperature. The resulting solution was refluxed for 1 h. After being cooled to room temperature, volatiles were removed in vacuo. The residue was extracted with diethyl ether (150 mL x 3). The combined organic layers were washed with water (300 mL) and brine (300 mL), then dried over anhydrous Na 2 SO 4 and concentrated in vacuo. 138.0, 128.5, 127.8, 127.7, 115.9, 75.3, 73.8, 73.4, 69.5, 42.1, 38.7, 35.0, 16.4, 10 138.6, 128.4, 127.6, 127.5, 113.4, 100.8, 77.4, 77.1, 76.7, 73.1, 72.9, 72.0, 67.1, 38.6, 37.1, 35.0, 24.7, 23.8, 15.9, 11.5 139.6, 128.8, 100.8, 81.6, 75.1, 74.4, 73.0, 38.3, 36.8, 34.0, 34.0, 28.0, 26.3, 25.4, 24.8, 23.8, 14.3, 14.3, 12.6, 11.8, 11.6, 10.6 Acetonide 23.1 (0.41 g, 0.90 mmol) was dissolved in methanol (10 mL). After PTSA (3.8 mg, 0.02 mmol) was added, the reaction mixture was stirred at room temperature for 2 h and quenched by addition of saturated aqueous solution of NaHCO 3 (10 mL). Volatiles were evaporated in vacuum.
The aqueous phase was extracted with ethyl acetate (20 mL x 3). The combined organic layers were washed with brine (50 mL), dried over anhydrous Na 2 SO 4 and concentrated in vacuo. 167.4, 139.5, 129.3, 81.8, 78.9,75.7, 75.2, 40.9, 36.9, 36.8, 34.4, 28.0, 27.0, 26.2, 14.3, 13.0, 12.7, 12.0, 11.7, 11.5 4, 167.7, 142.1, 127.9, 81.7, 75.1, 74.6, 72.0,42.5, 36.7, 36.7, 30.5, 26.9, 25.9, 13.5, 11.4, 11.0, 10.7, 10.6, 9.0, 6.0, 4.7 169.3, 167.6, 156.7, 143.9,141.3,127.4, 126.8, 124.7, 119.6, 81.7, 77.9, 75.1, 71.2,71.1, 67.5, 54.6, 54.1, 53.4, 41.3, 36.7, 36.2, 30.5, 29.5, 26.9, 26.9, 25.9, 25.8, 14.1, 13.5, 11.6, 11.5, 10.8, 10.8, 10.5, 8.7, 5.9, 4.7 8, 172.3, 171.7, 170.9, 169.2, 169.0, 167.8, 156.0, 142.2, 136.9, 129.3, 129.0, 128.6, 127.9, 127.2, 126.2, 124.2, 119.4, 105.0, 81.6, 79.0, 78.0, 75.2, 75.1, 71.1, 67.9, 54.6, 52.8, 52.6, 51.2, 41.4, 38.0, 36.8, 36.7, 36.2, 35.8, 34.8, 34.7, 30.6, 30.5, 30.2, 29.7, 29.3, 27.3, 27.0, 26.7, 26.4, 26.3, 25.9, 25.1, 15.8, 13.8, 13.6, 13.5, 11.5 5, 10.9, 10.8, 10.6, 8.8, 6.0, 4.7 8, 172.0, 171.9, 171.7, 171.4, 170.5, 169.3, 145.8, 137.4, 129.6, 128.0, 127.5, 126.3, 77.9, 76.7, 70.3, 58.8, 54.0, 52.6, 51.7, 45.2, 40.4, 37.9, 37.5, 37.2, 35.6, 35.4, 34.8, 29.5, 29.5, 27.2, 26.7, 26.3, 14.7, 13.5, 13.2, 12.9, 11.7, 11.4, 11.3, 10.8, 10.3, 8.9 Synthetic route and data for lagunamide A 1c: 2, 167.4, 140.0, 128.2, 97.9, 81.6, 78.4, 75.0, 73.8, 36.8, 35.2, 35.0, 32.7, 30.0, 28.0, 26.3, 21.7, 19.4, 16.5, 14.2, 12.5, 12.3, 12.0, 11.7 ppm; HRMS (ESI) 167.4, 139.6, 129.3, 81.8, 81.5, 75.5, 75.2, 40.7, 37.2, 36.8, 34.4, 28.0, 26.2, 21.4, 16.6, 14.3, 13.4, 12.7, 12.1, 11.7 4, 167.7, 142.1, 127.9, 81.7, 77.5, 75.1, 72.0, 42.3, 37.0, 36.7, 30.6, 26.9, 25.9, 21.2, 15.9, 13.5, 11.4, 11.2, 10.6, 9.3, 6.0, 4.7 169.3, 167.6, 156.7, 143.9, 141.3, 128.2, 127.4, 126.8, 124.7, 119.6, 81.6, 80.3, 75.1, 71.1, 67.6, 54.6, 41.0, 36.7, 36.2, 35.8, 30.6, 29.6, 25.8, 22.0, 15.4, 14.0, 13.5, 11.6, 11.5, 10.8, 10.7, 10.5, 6.0, 4.7 
De-TES 2c
Preparation of compound 2c was conduced according to procedures described for 2. Due to the acidity of the silica gel employed for column chromatographic purification, the TES protecting 136.8, 129.3, 128.5, 127.9, 126.8, 126.2, 120.6, 119.2, 106.8, 81.8, 80.2, 78.9, 75.1, 69.8, 54.6, 53.5, 52.5, 51.1, 46.4, 40.8, 36.8, 36.7, 35.7, 34.6, 31.5, 30.6, 29.6, 27.3, 26.9, 26.1, 25.8, 22.1, 15.7, 15.3, 13.4, 13.4, 11.4, 10.8, 10.6, 10 5, 171.8, 171.6, 171.4, 171.1, 170.1, 169.0, 145.4, 137.1, 129.2, 127.7, 127.3, 126.0, 79.8, 76.4, 70.1, 58.7, 53.7, 52.2, 51.4,44.9, 40.0, 37.6, 37.2, 36.5, 35.4, 35.1, 34.5, 29.3, 29.2, 26.4, 26.0, 21.9, 15.6, 14.4, 13.2, 12.9, 12.6, 11.0, 11.0, 10.9, 10.5, 8.6 168.1, 155.2, 136.4, 129.3, 129.1, 128.4, 126.8, 79.4,56.3, 53.9, 52.5, 52.0, 46.6, 37.7, 36.5, 35.3, 30.4, 28.3, 25.1, 17.7, 15.4, 11.5 
De-TES 2d
Preparation of compound 2d was conduced according to procedures described for 2. Due to the acidity of the silica gel employed for column chromatographic purification, the TES protecting group was cleaved to give De-TES 2d as the isolated product. Analytical data for compound
De-TES 2d:
Analytical data for compound 171.5, 170.8, 169.5, 168.9, 167.8, 156.0, 141.5, 137.0, 129.3, 128.6, 128.0, 127.9, 127.7, 126.3, 81.8, 80.3, 75.2, 70.0, 53.0, 46.5, 40.9, 37.5, 37.1, 37.0, 36.7, 35.8, 35.5, 34.6, 31.6, 30.7, 30.3, 29.8, 29.7, 29.3, 27.3, 27.0, 25.9, 22.2, 15.3, 14.6, 13.6, 13.5, 11.5, 10.7, 10.6, 8.3 172.5, 171.6, 170.9, 169.2, 167.7, 156.1, 141.9, 141.8, 136.9, 129.3, 127.9, 126.3, 119.8, 81.7, 81.6, 79.0, 77.9, 77.8, 75.2, 71.2, 71.1, 54.6, 53.5, 52.7, 51.1, 46.4, 41.5, 41.4, 37.4, 36.9, 36.7, 36.2, 35.8, 34.7, 30.8, 30.4, 29.8, 29.7, 29.3, 27.3, 27.0, 27.0, 26.8, 26.7, 26.5, 26.1, 25.9, 24.1, 15.8, 14.7, 14.0, 13.8, 13.6, 13.5, 11.7, 11.5, 11.5, 10.9, 10.9, 10.7, 10.6, 10.0, 8.8, 6.0, 4.7, 4.7 8, 172.0, 171.7, 171.7, 171.5, 170.2, 169.3, 145.5, 137.3, 129.6, 128.0, 127.6, 126.3, 80.1, 76.7, 70.5, 59.3, 54.0, 53.6, 51.6, 45.3, 40.2, 38.4, 37.5, 36.9, 36.5, 35.5, 34.8, 29.6, 29.4, 26.3, 23.7, 22.3, 15.9, 14.9, 14.6, 13.5, 12.8, 11.4, 11.2, 10.8, 10.5, 9 8, 172.0, 171.7, 171.7, 171.4, 170.2, 169.3, 145.6, 137.4, 129.6, 128.0, 127.6, 126.3, 78.0, 76.7, 70.4, 59.2, 54.0, 53.7, 51.6, 45.3, 40.3, 38.4, 37.5, 37.3, 36.4, 35.5, 34.8, 29.5, 29.5, 27.2, 26.3, 23.7, 14.9, 14.7, 13.5, 12.8, 11.7, 11.4, 11.3, 10.7, 10.4, 9.0 
